REMARKS 



I. Request for Consideration of a Further Supplemental Information 
Disclosure Statement 

Applicants respectfully request the Examiner's consideration of the further 
Supplemental IDS which accompanies this response and entry into the record. 

II. Discussion of the Rejection under 35 U.S.C. Sec. 103(a) over Lundberg 

Claims 1, 2, 4-7 and 13-21 stand rejected under 35 U.S.C. Sec. 103(a) as allegedly 
unpatentable over Lundberg (U.S. Patent No. 6,132,770). Applicants respectfully traverse the 
rejection. 

Art which teaches effervescing tablets is non-analogous to the present invention; directed 
to tablets which rapidly dissolve buccally. Applicants have previously provided experimental 
evidence to prove the non-obviousness of the present invention. In response, the Examiner's 
comments on the Advisory Action state that the Declaration appeared "to confirm that the tablet 
of Lundberg would effervesce in the mouth". 

Applicants submit that whether or not the Lundberg tablets are capable of effervescing in 
the mouth is irrelevant. The effervescence of the Lundberg tablets in the mouth does not make 
the Lundberg reference analogous art. 

In attached Appendix A, a supplemental reference is provided for the Examiner's 
consideration. The supplemental reference is an excerpt from the European Pharmacopoeia, the 
portion which provides definitions of effervescent tablets and orodisperse tablets. There is no 
indication that effervescent tablets should or even can be placed directly into the mouth for 
administration in the definition of effervescent tablets. The supplemental reference confirms 
what one skilled in the art of formulation chemistry already recognizes and imderstands - that 
effervescent tablets are not designed to be placed directly into the mouth; as well as that 
references teaching effervescent tablets are non-analogous art for inventions directed to 
preparations for rapid buccal dissolution. 
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The Examiner has indicated in the Final Office Action dated July 21, 2004 that "the 
burden is shifted to applicant to submit data showing that the effervescent dosage form of 
Lundberg does not exhibit the buccal disintegration time being claimed" and also that "the 
burden is shifted to applicant to establish that the effervescent composition of Lundberg does not 
disintegrate in a patient's mouth." 

Accompanying this response is a further Declaration which meets the Examiner's 
requirements. Note that in the results section on page 5 it is indicated that when Lundberg-type 
effervescent tablets were ingested by test subjects, they were spat out as intolerable after 3 
minutes in the mouth. Yet even though the tablets had been in the mouth for three minutes, not 
even half of the tablet had disintegrated. Thus, Lundberg -type effervescent tablets do not 
dissolve buccally in the claimed time range. 

Applicants have shown that tablets taught by the Lundberg reference do not dissolve 
buccally in 5-50 seconds. They have also attempted to show the Examiner that effervescent 
tablets are not designed for buccal administration, by illustrating that they caimot be tolerated by 
human patients. The experiments prove what is well-understood by those skilled in the art of 
formulation chemistry, that the cited art is simply non-analogous. 

Independent claim 1 recites rapidly disintegrable solid preparations which are bucally 
dissolved in a specified amount of time. Tablets of the cited art are incapable of such 
dissolution, as Applicants have proven in the Declaration. The proof in the Declaration 
underlines the Applicants' position that the cited art is non-analogous. Therefore, the cited 
reference does not teach or suggest Applicants' invention as set forth in claim 1. 

Claims 2, 4-7 and 13-17 depend upon claim 1. Applicants submit that the more specific 
dependent claims are also unobvious for the reason provided above. 

Independent claim 21 is directed to tablets, while independent claims 18-20 are directed 
to methods. In each of these claims, a specific range of buccal dissolution time is recited. As 
explained in the preceding paragraphs, the cited art does not teach or suggest the methods or 
tablets which are buccally dissolved. 

Therefore Applicants respectfully request withdrawal of the 35 U.S.C. Sec. 103(a) 
rejection over Lundberg. 



U.S. Patent Application Serial No. 09/800,839 



3 



IIL Acknowledgement of the Allowable Claims 



Applicants hereby acknowledge the Examiner's indication of the allowability of claims 9- 
1 1 . However, Applicants respectfully request that the patentability of these claims be confirmed 
upon consideration of the further Supplemental Information Disclosure Statement discussed in 
Sec. I. above. 

IV. Conclusion 

Reconsideration and allowance of the claims is requested in light of the arguments 
provided above. Should the Examiner believe that a conference with Applicants' attorney would 
advance prosecution of this application, she is respectfully requested to call Applicants' attorney 
at (847) 383-3391. 

Respectfully submitted, 



Dated: January , 2005 

(847)383-3391 
(847) 383-3372 



Elaine M. Ramesh, Ph.D., Reg. No. 43,032 
Mark Chao, Ph.D., Reg. No. 37,293 
Attorney for Applicants 
Customer No. 23 1 1 5 



Takeda Pharmaceuticals North America, Inc. 
Intellectual Property Department 
475 Half Day Road 
Lincolnshire, IL 60069 USA 



Certificate of Mailing under 37 CFR 1.10 

The undersigned hereby certifies that this document, along With any attachments, is being 
deposited in an envelope addressed to The Commissioner of Patents and Trademarks, with 
sufficient postage with the United States Postal Service EXPRESS MAIL Post Office to 
Addressee Service on this date January 20. 2005 . 

Express Mail Label No. EV 524907059 US 

Printed Name: Gail L. Winokur 
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Appendix A 
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For tablets for which subdivision is authorised, it is 
demonstrated to the satisfaction of the competent authority 
that the subdivided parts comply either with test A for 
Uniformity of content of single-dose preparations {2.9,6) 
or with the test for Uniformity of mass ofsingle^ose 
preparations {2.9.5), as appropriate. 

In the manufacture, packaging, storage and distribution 
of tablets, suitable means are taken to enisure their 
microbiologicai qyali^; recommendations oh this aspect 
aire provided iii text pn Microbiological quality of 
pharmaceutical prepdrdtionsXS. 1.4). 

TESTS > . 

Uniformity of content (2.5.6). Unless Otherwise prescribed 
or JustLfied and authorised, tablets With a content of active 
substanc^ less than' 2 mg or less than 2 iJer cent of the 
total mass corppiy with test A for xinifpnnity of content of 
smgl&dose preparations. If the prepcuration has more than 
one active substance, the requirement'applies only to thosfe*' 
substances which correspond to the above cbnditiohs. V 

Unless otherwise justified and authorised, coated tablets 
other than fihn-coated tablets comply with test A for 
unifonxiity of contentof single-dose preparations irrespective 
of their content of active substance{s). 

Uniformity of mass (2,9.5), Uncoated tablets and, unless 
otherwise justified and authorised, tilm-coated tablets 
comply with the test for uniformity of mass of single-dose 
preparations. If the test for uniformity of content is 
prescribed or justified and authorised for all the active 
substances, the test for uniformity of mass is not required. 

Dissolution. A suitable test may be carried out tb 
demonstrate th6 appropriate release of the active 
substance(s), for example one of the tests described in 
Dissolution test for solid dosage forms {2^9.3). 

Where a dissplutipn test is prescribed, a. disintegration test 
may not be required. 

Uncoated tablets 

DEFINITION 

. Uncoated tablets include single-layer tablets resulting from 
a single compression of particles and linilti-layer tablets 
conbistjn^ of toricentric or parallel layers obtained by. 
sucfcesjsive cbttipressioh of particles of different coiaposition. 
The exdpients used are not spedfic^ intended to modify 
the release of the active subistance in the digestive fluids. 

Uncoated tablets conform to the general definition of tablets. 
A broken section, when examined under a lens, shows 
either a relatively uniform texture (single-layer tablets) or a 
stratified texture (multi-layer tablets) but no signs of coating. 

TESTS 

Disintegration. Uncoated tablets comply with the test for 
disintegration of tablets and capsules (2:9.1), Us^ water R dL& 
the liqxiid. Add a disc to each tube. Operate the apparatus 
for 15 mill, unless otherwise justified and authorised, and 
examine the state of the tablets. If the tablets fail to comply 
because of adherence to the discs, repeat the test on a 
further 6 tablets omitting the discs. The tablets comply with 
the test if all 6 have disintegrated. 

Chewable tablets are not required to comply with the test 



Coated tablets 

DEFINITION 

Coated tablets are tablets covered with one or more layers of 
mixtures of various substances such as natural or synthetic 
resins, gums, gelatin, inactive and insolujsle fdlers, sugars^ 
plasticisers, polyols, waxes, colouring matter authorised 
by the competent authority and sometimes flavouring ' 
substances and active subst^ces. The substances used as 
coatings are usually applied as a solution or suspension in 
conditions in which evaporationi of the vehicle occurs. When 
the coating is a very thin poljnneric coating, the tablets are 
known as film<oated tablets. " 

Coated tablets have a smooth surface which is often coloured 
and may be polished; a broken section, when examined 
under a lens, shows a core svirrpundeid by one or more 
continuous layers witii a different texinre. 

PRODUCTION . 

Where justified, uniformity of mass or uniformity of content , 
of doated tablets other than film-coated tablets may be ' 
ensured by control of the cores. 

TESTS ' ' \ . \ ' . . 

Disint^ration. Coated tablets other than film-coated :■. 
tablets comply with the test for disintegration of tablets . 
and capsules (2,9,1). Use water /? as the liquid. Add a disc 
to each tube. Operate the appciratus for 60 min, unless 
otherwise justifijed and authorised^ and examine the state of 
the tablets. If any of the tablets has not disintegrated, repeat 
the test on a fur^er 6 tablets, repleunng water R with 0,1 M 
hydroMbtic add. The tablets comply with the test if all 6 
have disih&grated in the atid mediiim. 

Film-coated tablets comply with the disintegration test 
prescribed above except that the apparatiis is operated for 
30 min, uriless othemise justified and authoris^ . ; 

If coated tablets or film-coated tablets fail to comply becaiise 
of adherence to the discs, repeat the test on a further 
6 tablets omitting the discs. The tablets comply with the test 
if all 6 have disintegrated. ' 

Chewable coated tablets are not required to comply with 
the test . . 

Effervescent tablets 

DEFINITION 

Effervescent tablets are xmcoated tablets generally 
containing add substances and carbonates or hydrogen 
carbonates which react rapidly in the presence of water to 
release carbon dioxide. They are intended to be dissolved or 
dispersed in water before administration. 

TESTS 

Disintegration. Place 1 tablet in a beaker containing 200 ml 
of water *R at 15-25 ^'C; numerous bubbles of gas are 
evolved. When the evolution of gas around the tablet or its 
firagments ceases the tablet has disintegratied, beiiig either 
dissolved or dispersed in the water so that no agglomerates 
of particles remain. Repeat the operation on 5 other tablets. 
The tablets comply with the test if each of the 6 tablets used 
disintegrates in the manner prescribed within 5 min, unless 
otherwise justified and authorised. 
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Soluble tablets ' 

DEFINITION 

Soluble tablets are imcoated or film<:oated tablets. They 
are intwided to be dissolved in water before administration. 
The solution produced miay be slightly opalescent due to the 
added cxcipients used in the manufacture of the tablets. 

TESTS: 

Disintegration. Soluble tablets disintegrate within 3 min 
when exambed by the test fpr disintegratioh of tablets and 
capsules{^.j9.i), but usihg water i? kt 15-25 ^C. 



Dispersible tablets 

DEFINITION 

Dispersible tablets are uhcoated or fiUn-coated tablets 
intended to be dispersed in water befoi'e administratiori 
giving a homogeneous dispersion. 

TESTS 

disintegittipk; Dispersible tablets disintegrate within 3 min 
when Examined by the test for disintegration of tablets and 
capsules (2,9 J), but using water R at 15-25 *C. 
Fineness of dispersion. Place 2 tablets in 100 ml of water R 
and stir until completely dispersed. A smooth dispersion 
is produced, which passes through a sieve screen with a ' 
nominal mesh aperture of 710 Mm. 

Orodispersible tablets 

DEFINITION 

Orodispersible tablets are uncoated tablets, intended tb be 
placed in tiie inouth where they disperse rapidly before 
being swallowed. 

TESTS - V 

Disintegration. Orodispersible tablets disintegrate within 
3 min when examined 1^ the test for disintegration of tablets 
and capsules J); 

Modified-reiease tablets 

DEFINITION 

Modified-release tablets are coated or uncoated tablets which 
contain special excipients or which are prepared by spedal 
procedures, or both, designed to modify the rate, the place 
or the time at which the active substancefs)- are released. 
Modified-release tablets include prolonged-releas^ ts^blets, 
delayed-release tablets and pulsatile-release tablets. 

PRODUCTION 

A suitable test is carried out to demonstrate the appropriate 
release of the active substance(s). 

Gastro-resistant tablets 

DEFINITION ; 
Gastro-resistant tablets are delayed-release tablets tiiat 
are intended to resist the gastric fluid and to relea$e their 
active substance(sj in the intestinal fluid. Usually they are 
prepared firpm granules or particles already covered with 
a gastro-resistant coiaiing or in certain cases by covering 
tablets with a gastro-resistant coating (enteric-coated tablets). 
Tablets covered with a gasfro-resistant coating conform to 
the definition of coated tablets. 



PRODUCTION 

For tablets prepared from granules or particles already 
covered with a gastro-resistant coating, a suitable test is 
carried out to demonstrate the appropriate release of the 
active substance{s). 

TESTS 

Disintegration. For tablets covered with a gastro-resistant 
coating carry out the test for disintegration (2.9. J) with the 
following modifications. Use. OJ M hydrochloric acid as the 
liquid Operate the apparatus for 2 h, or other such time 
as may be justified and authorised, without the discs and 
examine the state of the tablets. The time of resistance to 
the acid medium varies according to the formulation of the 
tablets to be examined. It is typically 2 h to 3 h but even 
with authorised deviations is not less tiian 1 h. No tablet 
shows signs of either disintegration (apart from fragments 
of coating) or cracfes that would allow the escape of the 
contents. Replace the add by phosphate buffer solution 
pHe.^Rhiid add a disc to each tibe. Operate the apparatus 
for 60 min and examine the state of the tabled. If the tablets 
fail to comply because of adherence to the discs, repeat the 
test on a further 6 tablets omitting the discs. The tablets 
comply with the test if all 6 have disintegrated. 

Dissolution. For tablets prepared from granules or particles 
already covered with a gastro-resistant coating, a suitable 
test is carried out to demonstrate the appropriate release 
of the active substance(s), for example the test described in 
Dissolution test for solid dosage forms {2,9.3), ^ 

Tablets for use in the mouth 

DEFINITION : 

Tablets for use in the mouth are usually uncoated tablets. 
They are formulated to effect a slow releise and local action 
of the active substance(s) or the release and ab^sorptipn 
of the active substance or substances at a defined part 
of the moirth. They comply with the requirements of the 
monograph on Oromucosal preparations (1807). 
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TAMPONS, MEDICATED 

Tamponae medicatae 

Additional requirements for medicated tainppns may he 
found, where appropriate, in otheyyenerdl mqnogfitpks, 
for exarnpk Rectal preparations (1145), Vaginal 
pr^paratiohs (1164) and Ear preparatioftk (0652), 

■DEFINITION 

Medicated tampons are solid, singlerdose preparations 
intended to be inserted into the body cavities for a limited 
period of time. They cons;ist of a suitable material such as 
cellulose, collagen or silicone impregnated with one or more 
active substances, 

PROpUCTipN 

In die manufocture, packaging, storagie and distribution 
of naedicated tampons, suitable means ar^ taken to ensure 
their microbial quality; recommendations on this aspect 
are provided in tiie text on MicrobiplpSfical quality of 
pharmaceutical preparations (5X4), 

LABELLING 

The label states the quantity of active substance(s) per 
tampon. 
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See the information section on general monographs (cover pages)^ 
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